[Pathophysiologic aspects of diabetic angiopathy].
The high incidence of vascular complications in patients with diabetes mellitus prompted us to study the pathophysiology of diabetic angiopathy. Hyperglycaemia is a common feature resulting in several metabolic and endocrine alterations and the formation of advanced glycation end-products (AGE). AGE bind to different molecules and to a receptor (RAGE). RAGE interaction with AGE enhances receptor expression and initiates a feedback loop whereby RAGE occupancy triggers increased RAGE expression. In a model of accelerated atherosclerosis associated with diabetes in genetically-manipulated mice, the blockade of cell surface RAGE by infusion in a soluble truncated form completely suppressed enhanced formation of vascular lesions. Improvement of atherosclerosis in these diabetic-atherosclerotic animals through the use of soluble RAGE occurred in the absence of changes in plasma lipids or glycaemia, which emphasises the contribution of a lipid- and glycemia-independent mechanism to atherogenesis.